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October 19, 1977 

D r .  John Z.  Bowers 
Jos i ah  Macy, Jr. Foundation 
One Rockefeller Plaza 
New York, New York 10020 

Dear D r .  Bowers: 

Thank you f o r  your l e t te r  of October 13. Frankly, i t  w a s  my f i r s t  news of Michael 
S toke r ' s  new job ,  and I have w r i t t e n  t o  him, asking f o r  t h e  confirmation you re- 
quested. 

A s  I explained i n  t h e  preamble t o  my pecu l i a r  research  p l a n ,  my act ivi t ies  w e r e  
l i k e l y  t o  be determined i n  p a r t  by circumstances. Since I wrote t h e  p lan ,  t h e  
w r i t i n g  on t h e  w a l l  seems c l e a r e r .  
t h e  necessary reagents  f o r  t h e  h e p a t i t i s  work, and my real is t ic  assessment is t h a t  
l i t t l e  o r  no work w i l l  be done on t h i s  p r o j e c t  u n t i l  I r e t u r n  t o  S a n  Francisco i n  
mid-1979. 
f e a s i b i l i t y  of i n i t i a t i n g  t h e  molecular cloning experiments i n  Londor-. 
crat ic  obs t ac l e s  appea r  l a r g e  and cannot be overcome from t h i s  d i s tance .  
moment, my p lan  i s  t o  ask  a f t e r  I a r r i v e  f o r  permission t o  do one experiment--- 
cloning of mouse mammary tumor v i r u s  i n t e g r a t i o n  sites from mouse c e l l s ,  u s ing  a 
polyoma vector.  
and t h e  a d d i t i o n a l  v i r t u e  of u t i l i z i n g  Mike F r i ed ' s  e x p e r t i s e  wi th  t h e  polyoma 
system. 
t h e  newly-recommended guide l ines  f o r  recombinant DNA research; t h e s e  n e w  g u i d e l i n e s  
would allow us t o  proceed wi th  most o r  a l l  of t h e  proposedaloning experiments, 
using plasmid vec to r s ,  i n  our l o c a l  P3 f a c i l i t i e s .  As a r e s u l t  of t h e  a b o v e d i f f i -  
c u l t i e s ,  I a m  planning t o  pursue most a c t i v e l y  the  plans t o  gene ra t e  d e l e t i o n  mutants 
of avian leukos is  v i ruses .  This  p r o j e c t  has t h e  advantage of i n t e g r a t i n g  m e  most 
f u l l y  i n t o  l i f e  a t  ICRF (both with Mike Fr ied  as advisor  i n  making d e l e t i o n  mutants 
and with the  RNA tumor v i r o l o g i s t s  as consu l t an t s  about t h e  b io logy  of l eukos i s  v i r u s e s ) .  
Moreover, I th ink  t h e  f e a s i b i l i t y  of these  s t u d i e s  is  very clear, and t h e i r  p o t e n t i a l  
a p p l i c a b i l i t y  t o  seve ra l  a spec t s  of my research  program very appealing. 

I have had considerable d i f f i c u l t y  obta in ing  

Secondly, I have been corresponding with Mike Fr ied  a t  ICRF about t h e  
The bureau- 

For t h e  

This experiment has many v i r t u e s  from a b i o l o g i c a l  po in t  of v i e w ,  

The rest of t he  cloning p lans  w i l l  presumably await N I H  c e r t i f i c a t i o n  of 

I hope t h i s  explanation he lps  t o  clear the  muddy waters. 

Yours t r u l y  , 

Harold E .  Varmus, M.D. 
Associate Professor  
Depart ment o f Microb i o  logy 
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